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ABSTRACT: 

PURPOSEsTo provide the titled ointment containing indomethacin, white 
vaseline, a higher alcohol, a W/O-type emulsifier, purified water and a 
polysorbate or castor oil , effective to suppress the decomposition of 
indomethacin and storable for a long period. 

CONST I TUT I ON: The objective ointment contains (A) indomethacin .open 
bracket. chemical name ; 1- ( p-ch 1 orobensy 1 ) -S-methoxy-S-methy 1 indo 1 e-3- 
acetic acid. close bracket., (B) white vaseline, (C) a higher alcohol, <D) 
a W/O-type emulsifier (e.g. sorbitan fatty acid ester), (E) purified 
water and (F) a polysorbate or castor oil . The decomposition of 
indomethacin can be suppressed remarkably by the addition of the 
component F to the ointment base. The polysorbate is especially 
preferably pol y sorbate 80 and the amounts of the polysorbate and 

castor oil in the whole composition are preferably 5. approx. lOwtTi and 

40. approx. 60wt5'», respectively. 
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SUMMARY s 

BSUM(14) 

A wide variety of emul s i f i ers may be used for this purpose. In general, 
the emulsifier contemplated for use in accordance with the concepts of 
the present invention are pharmaceut ical 1 y acceptable emulsifying agents 
which have no deleterious effects upon animals, and particularly ruminant 
animals. Particularly preferred is po Ivsor bat e 80 which is a 

mixture of esters of oleic acid with sorbitol and their mono- and 
dianhydrides having an acid value below 7« 5 and which has been condensed 
with approximately £0 moles of ethylene oxide per mole of sorbitol. Such 
emulsifiers are commercially available under the tradename Tween 

80 . However, a wide variety of other emulsifiers may be used, such as 
Atmus 300 from Atlas Chemical Company as well as a wide variety of other 
emulsifying agents formed by the condensation of po 1 y oxy et hy 1 ene with 
esters of fatty acids. In general, the amount of emulsifier used is 
preferably within the v^ange of £-£'0 percent of the antibiotic-containing 
s 1 urr y . 
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DETDESCs 

DETD(6) 

A preferred mode of administration for the compounds (active 
ingredients) of this invention is parenterally such as by normally liquid 
injectable compositions, e.g., for intramuscular or subcutaneous 
administration. In such compositions the quantity of active ingredient 
can vary from about 0.05 to £0 percent by weight of the composition and 
preferably from about 0.1 to 10 percent by weight. In order to minimize 
or eliminate irritation at the site of injection, the parenteral 
compositions can contain a nonionic surfactant such as those having an 
HLB (hydrophi le-1 ipophi le) balance) of about 1£ to 17. Such formulations 
can be solutions, suspensions or emulsions in conventional liquid 
pharmaceutical carv"^iey-s, e.g., sterile liquids such as water, saline, and 
aqueous dextrose (glucose) and v^elated sugar solutions. The quantity of 
surfactant in the formulation can vary from about 5 to 15 percent by 
weight of the formulation. The quantity of a compound of this invention, 
either in the base form or a pharmaceut ical ly acceptable acid addition 
salt in such formulations, can vary over a broad range such as that 
mentioned hereinbefore, i.e., 0-05 to £0 percent by weight of the 
formulationc Preferably, the active ingredient is in the base form. The 
remaining component or components of such formulations can be a normally 
liquid pharmaceutical carrier, e.g., isotonic aqueous saline, either^ 
alone or together with conventional excipients for injectable 
compositions. The surfactant can be a single surfactant having the above 
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wide variety of ul s i f i e Y-r> may be used for this purpose. In general, 
? etnuXslfier contemplated for use in accordance with the concepts of 
s prf?sent invention are pharmaceut icall y acceptable emulsifying agents 
Lch have no deleterious effects upon animals, and particularly rurainant 
itnals. Particularly preferred is po 1 y sorbat g._ _69.„ which is a 
><ture of estev^s of oleic acid v\fith sorbitol and their mono- and 
anhydrides having an acid value below 7,5 and which hasi been condensed 
th appr o;{ini at ely £0 moles of ethylene oxide per mole of sorbitol » Such 
.1 1 s i f i er r> ar o c: o tn m e rc i a 1 1 y available under the t r ad e n am e „ Jw e e n_ 
30 . However- a wide variety of other emulsifiers may be use,d, such as 
TiuB 300 from Ptlas Che n ice i Company as well as a wide variety of other 
jlsifyinp agents formed by the condensation of po 1 y ox y ethy 1 ene with 
bers of fatty acids. In general, the amount of emulsifier used is 
?f«rably within the range of a-aC percent of the antibiotic-containing 
Lirry . 
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f ::< r e f e r r e d m o f.:- o f i\ *:l w i y\ i s t r- a t i o n f o r t hi e c o iti p q i\ r\ rJ b vac t i v e 
gredients) of this invention is parenteral ly such as by normally liquid 
jectable compositions- f)- g. , for- intramuscular or subcutaneous 
m ini s t r at i o n . I s uch c o m po 5 i t i o r. s t h e q uan t i t y of active i n or ed i e n t 
.n vary from about 0,05 to clQj pev^cent by weight of the composition and 
^eferably frofj) about 0. 1 to perc':?nt by weight- In order to miiiimixe 

■ eliminate irritation at the site of injection, the parenteral 
.mpos:ltions can contain a n on ionic surfactant such as thrse having an 
J-^ (hy'ilr-ophile-liDophile) balance) of about to t7« Such formulations 
I n b a' so I u I; ,i. c- n « , s u a p e r> s i o n ~> o r e m u 1 s i. o n s i n c o u v e n t j. o n a 1 li q u i d 
. ,^ ^ , , +. j r: a:., I c: £i r \" i r s , e - g . . s t e i 1 e 1 i ct ti i d s s u c h a. s w a t e r , saline, a d 
] u.:? D u s d e ){ t r o b e ( q X uco s e ) and re 1 at ed s u gar sol ut ions- Th e q uan t i t y o f 
r fact an t in t he f or m u 1 at i o n can vary from ab o ut 5 to 15 pe r c en t by 
fipht of l:he f ovMTi ul at i on- The quantity of a compound of this xnventionM 
t b Q y i n t h e b a s i> f o r m 0 r a \ ) h a r- m a c a u t i c a 11 y a c e e p t a b 1 e a c i d a d d i t i o n 
■lit 1 T *i Ti '.A t~i P j r m i..?. 1 b. t i o r-.-z,-, c a n v a r y o v e i" a fc) r o a d r a n g (•? s u c:: ! a t h i?. t 
? I ) t i o nod ht e r- i t \ t-* e f o e i.e. 0 , • "j t 0 0 p e > - e n t b y w e i y h t o f the 
V- i-T 'J 1 a 1; i o ri . e f e 1 ■ a I:) 1 y , -h ! e ';: t i v e i /i g e i e n t is i i-( t h i? base f o 1 - ifi . Tii « 
? tfi a i i Ti n c- m p o t\ (? t) I: c; r ' c o rfi (:? o n n t 5 o f «^ u c hi . f o iri u 1 a t i o n s c: a n b e a n 0 r m a J. ]. y 
Iq-vAid ;:>harmac;iu;; ical cavriv-r, y.. - ii;iot^nic squBOus saXini?, thither 
l.onp or toqether with conventional f? xci pi>nt -for injectable 
n,i,pn.. it ■ on^^- TV^<- i^urfi:^c!;af?V -an a" single surfactant having tht- above 

n U i c a t tr d i • I L D o r a m i >< t u r 5 o f w o 0 r m o > - e s ui f a c t a n t s w h e e i n s u ch 
.t xt u re? h a s 1 1" e i n d i ca t f?d HLB - The folio w.-i .n r. ur- f ^. c; t ari t b ar t ill u s t v-a ve 
f thot=.ev v^Hioh can be -Ased in such f ormul aXt ions : (ft)' Po ?. y oxy ethy 1 ene 

\> a t i V e s of go t b i t ^. tn -f a fc ^ y » i c\ enters, > i7^--h a i5 t !i ti T w e e ri series of 
\ Octants, e- q. , . Jlwe^SLl^ ... ..JiL.. -j ^'""^^^ thpr\iu^. The Tweens are 

— ^v^. ■!; u r e -:;J b v " H 1 1 I- o wd e r C o ni p a tt y « ( D ) 1-f i g h mo 1 e c u 1 a t- w e i g It t a d cj u c:: I; s 
5^lhyle;-^e o>^ide with a hydrophobic base "Iprmed by the condensation of 
Klene o/.ide with propylene g 1 y c o 1 ^ - e . j^^^^-^.v-on 1 c F/^a which is 
. V ,...(-.. - -^ o ^ V. , , , J „ T , r^ +: -t; » f' hi o m I c a 1 Co m lo " e v- r iV:l s u v- f a c t ant i h 



